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Aumme anowmalie constatec ) Bx N
Toilettape, feux, alimentation, déplacement aupmentés ACTI +
(acHvité motrice ou diminués N ACTT .
exe de Preyer Abgence de réponse 4 1a percention ndun bruit inhabitue}
i {movvement des pavillons guriculaires st/ou Suxsauts) PREY O
Effpt respiratoive  |Accélération du rythme respiratoire HESP +
Dmunugg_n du ryém@ zespirarolye - RESP «
Irrégulanté du @ respiraroirs (Apnde) RESF O
Convulsiona Contractions violentss des wuscles
- Toniqtes = conrinues amenant & une xigidité du corps
avec les membres sn Byper-extension ot décubitus latéral TONL+
ou torwal do l'animal,
- Clomigues * saccadder interrompues se tradugsant CLON +
par un "pédalage”
Tremblements Petites otaillations rythenigues involontaires du coms IREM +
mmpérature Sepsatiod do chaud TEME +
ou do frold reszentic par M'expérimentatenr au contact do J'aniual TEMP -
Tme musculaire  [Etat de tansion physiologique des muscles ;
- hypotonie = diminution du toaus rmusculaire; 'animat
st "mou” MUSC -
= ypertonie « augmentation du tonus se traduisant par
e réponse musculaire exagérée ay toucher MUSC +
Force de préhension  {Aptitude 4 sarrer un objet avec les paltos avant augmentée FFRE +
ou diminyde FPRF, -
Ptoze patpébrale Relichement des paupiéres s¢ tradulsant par une fermeturs totale PTOS +
ou yie fermature pastielle des E\_xpxéres PTOSH/-
= [Mydviase Dilatation totale de 1n pupille - o - St el MYDR+
ou dilatation partiells da [ pupi!le MYDR+-
Salivation Héerdrion augmentée dofa saliva aprés braitement SALT+
femnent Ay ion des lormes trajtement LARM +
Reflexe de retournement [Perte d'équilibro er de coordination motrice en réponse 4 une RETO -
position anormals (animal maintenu sux le dos)
Pilodyrection Aspect hdrissé-des potly PO+
Diarrhéa Salles llggdes DIAR +
Léthargie Etat de soniriolsucs prolongés LETH +
Coma Perte de conscience, de sensibilité et de mobilité aves conservation COMA +
relarlve des fonctions vépétatives
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EVIC-TOX

Etude ! Th 472

Produit; DI2645

Congestipn: hyperhémie, excts de sang dans fes vaisseaux d'un organe (cu partie d'organc)

dusa ung irmitation ou utie [nfection locale (ou artefact de saignéde)

, POUIDONS, intestin grétle / pros intesun, foie, pangrées, rate, ganpiions lymphatigues,
esaie (rnuqueuse), ovaires, ntérus, vagin,

e, effusion de sang hors des vaisseaux en quantité plus ou moins tmporiente
{attention 4 ['artefact d'dutopsie), .

Sous ¢ do pétechies (paties points d'1 mm an maxivum de diasmdtre) | reffission = tache
hémoragique sur une partie ds Porgane,

Anomalies de colaration ;
~ décolord, faune : fois ét rein
= blanc / plagues geichires : powmons
= léopacd : foie
Anoma!i?s de forme =
- dilaré/disrendu | esiomac, infestin, utérug, rein (bassinet), coeur, vessie
- diformeé ¢ hosseld (rein) ; granuleux (rate)
aspect fibyeixe ! trafudes blanches et rétraciées (rein, foie, rate)

- hypertrophis : gugmentation de |a taille (et du poids) de Norgane
- atrophie : diminution e Ia taille (et du poids) d¢ ['organs

. AnnmaltTﬂ mazroscopiques diverses b v . .., ———— n e ira

- ulodrefulcdration : pstomac, duodéivm, dsophage, vagin, vessie (perts de substance plus

b mane

ou moins profonde de la xauquense avec sang rouge ou nolr) soug forme de points on tratnges.
- Formations kystigues ; vésicules aves liquide on substance molle (rein, foie, avaire),
- abeks : amas de pus dans les desns (poumons, foie, ganglions ; ou suite & une arveur de voie),
- tissus ou liguides purulents : qui contiennent du pus (poumans ; liquide plewral, péritoine,
ascite abdaminale).
» tissus d'aspect néeratiqua ; présentant wn aspect de néerose = mort du ticmus,
- points blang gous-capsulaires | divérs paints plus ou moins blancs en surface de Torgane,
fole t refn sssentiellemiont (généralement liés 4 uue parasitose),
= adhérences : union de différents organas par des formations fbreuses. -
- ceddme | Infiltration séreuse des muqueusss, des poumons ot du tigsu cutand,
- mucositds ; amag de substances épaisses et filantes en surface des muquetses,
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Monsieur Benolt LEMAIRE

Botanical extracts dpt
Business Manager
BERKEM
Le Marais Ouest BP 4
24680 GARDONNE

N/REF, ¢+ PG/MCC - N° 012/2363

Subject ¢ Interprotation of

Acute toxiclty test
- TERTT vy " Blanquefort;'le 18 octobre 2002 - -~ - aeam e
Test referance Th 452 / 01-2640
Test substance : CHRYSANTHELLUM batch 2890

Number of antmals 10 rats (5 males and 5 females)

Administration route ¢+ oval route

Dose level ; 5000 my/ky

Observation period : 14 days after administration
Mertality ¢ 0 %

Symptomatology none

Necropsy findings ; nothing to report

Under the experimental conditions adopted, the substance CHRYSANTHELLUM orally administersd to
10 rats at the 5000 myg/kg dose leve] did nat present any acute toxicity slgns.

Pa:trilk GOMOND
Directeur d'Etudas
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AFFIDAVIT OF ACCURACY

l, Joy Seletsky, hereby certify that the following is, to the best of my
knowledge and belief, a true and accurate translation of the following
document, “Evaluation of the Acute Toxicity After Oral Administration to the
Rat - Limited Testing,” from French into English.

ATLANTA
BOSTON t/

BRUSSELS

CHICAGO Joy Sel Sky
DALLAS TransPesfect Translations, |
FRANKFURT 1101 Pennsylvania Ave., NW

HONG KONG
HOUSTON
LONDON

Washington, DC 20004

LOS ANGELES Sworn to before me this
MIAMI ih
MINNEAPOLIS 16" day of January, 2002
NEW YORK .
PARIS
PHILADELPHIA &%
SAN DIEGO ’ -
SAN FRANCISCO Signature, NOtary\Fl’Ub“C

SEATTLE
WASHINGTON, DC

Lisa Sherfinski
Notary Public, District of Golumbia
My Commission Expires 01-01-2008

Stamp, Notary Public
District of Columbia
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 1

TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
— LIMITED TESTING —- DT.TA.OR.Lim.Rat.10/00(1)

Study: Th 472 Date: 10/16/01

Initials: [initials]

Preparation of the substance
to be tested (preliminary test)
Product: 01-2649

- Identification of the substance, storage conditions, appearance and organic depressant
characteristics
in conformity with the worksheet*

* If no, indicate the modifications directly on the worksheet

yes X no

- Indications provided on the substance:

Solubility:

pH:

Density:
- Substance used as provided by the Sponsor: yes noXx
* If no, complete the table below

Test Results [ Essais réalisés) [see source for original table]

Vehicle Quantity | Quantity | Homogenizing | Magnetic | Water Appearance
of of vehicle | (mortar, agitation | bath (°C) | of the final
substance | added UltraTurrax, (yes/no) preparation
weighed (g/ml) etc.)

(8

Water PPI | 2g Sml No Yes No Thick black

liquid

CMC

0.5%

Corn oil

Other:

- Volume selected: 10 ml/kg Dose selected: 5000 mg/kg
- Substance usage conditions in the study:
Vehicle: EPP[illegible] Cooper lot 0003
Homogenizing:
- Mortar/rammer yes  no EBNF \DENX \ A\.
- UltraTurrax yes no
- Magnetic agitation yes X no
Water bath: yes noX
[stamp] CERTIFIED TRUE COPY
BY THE DEPARTMENT
OF QUALITY
ASSURANCE

EVIC-FRANCE




If yes, -temperature: °C

Solution preparation method: [handwritten] For 4 kg Animals:
[illegible] Room of [illegible] 20p of product QS 40 ml EPP{illegible]
use [illegible] graduated tube up to 50ml, QS done directly in the tube, manual
agitation using a stainless steel spatula then transfer product to a beaker for the
treatment, apply magnetic agitation for the duration of the treatment [bottom of page
cut off] thick black liquid [illegible] 10-17-01

[illegible]

CONFIDENTIAL

[stamp] CERTIFIED TRUE COPY
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 2

TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
— LIMITED TESTING -
DT.TA.OR.Lim.Rat.10/00(1)
Study: Th 472 Schedule Date: 10/16/01
Product: 01-2649 Initials: [initials]

Supplier: IFFA-CREDO
Description: SPRAGUE-DAWLEY (EOPS)

[see source for original table]

Month OCTOBER 2001
Day of Month

Day of Test (J) J=Day

Operation

Récp: Receipt of animals (cf Study [illegible] 458) P: Weight of animals  D: Hydric diet

Acc:  Acclimation OCC: Clinical Observations
in Cage

T: Treatment OCI: Individual Clinical
Observations

Prép: Preparation of the substance Aut:  Autopsy

CONFIDENTIAL

[starmp] CERTIFIED TRUE COPY
BY THE DEPARTMENT
OF QUALITY
ASSURANCE
EVIC-FRANCE



EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 3

TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
— LIMITED TESTING -
Study: Th 472 DT.TA.OR.Lim.Rat.10/00(1)
Product: 01-2649 Body Weight
Treatment
Time fast started on Day 1 [J-1]: 2:30pm Time administered on Day 1: 8:30am

Syringe: 2.5 ml Needle: 15X3"
Male Rats / Rats mdles
[see source for original table / numbers]

Number | Marking | Weight | Weight | Weight | Final Weight at | Weight | Weight
of 1 at conforms | at product | Day 4 at at
animals | green Day 1 |(yes/no) |Dayl | volume | (g) Day 8 | Day 15
ring (before /TO adm./rat €3] (2)
starting (2 (ml)
fast)
(8
Head Yes
Back Yes
Tail Yes
Abdomen Yes
White Yes
Total no. of animals
Average
Standard deviation
Total
Minimal weight
Maximal weight
Initials
Date
Average weight of male rats: x = [illegible] g Acceptable limits: [x-20%, x+20%]

Authorized weight interval: [169.58 at 255.58] g

CONFIDENTIAL

[stamp] CERTIFIED TRUE COPY
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Female Rats / Rats femelles
[see source for original table / numbers]

Number | Marking | Weight | Weightin | Weight | Final Weight at | Weight | Weight
of 1 at conformity | at product | Day 4 at at
animals | green Day 1 | (ves/no) Day 1 | volume | (g) Day 8 | Day 15
ring (before /TO adm./rat €3] (2)
starting (2) (ml)
fast)
9]
Head Yes
Back Yes
Tail Yes
Abdomen Yes
White Yes

Total no. of animals

Average

Standard deviation

Total

Minimal weight

Maximal weight

Initials
Date

Average weight of female rats: x = [illegible] g

Authorized weight interval: [153.52 at 231.52] g
Weight in conformity if falls between the authorized interval (if not, inform the DE, who
will decide whether to keep the animal in the test).

[stamp]

Acceptable limits: [x-20%; x+20%]

CONFIDENTIAL
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WORK DOCUMENT

4.1

DT.TA.OR.Lim.Rat.10/00(1)

EVIC-TOX EVALUATION OF THE ACUTE
TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
—~ LIMITED TESTING -

Study: Th 472

Product: 01-2649

Day 1 (just after
the treatment)
8:40am

10/17/01

Ex N

Initials: [initials]

Day 1-T 3 hr
11:40am

Redistribution of food

Ex N
Initials: [initials]

Day 2 10/18/01
Ex N

Initials: [initials]

Day 6 10/22/01
Ex N

Initials: [initials]
Day 10 10/26/01
ExN

Initials: [initials]

Day 14 10/30/01
ExN

Initials: [initials]

Day 1-T 30 min 9:10am

Ex N
Initials: [initials]

Day 1-T 4 hr
12:40pm

ExN
Initials: [initials]

Day 3 10/19/01
Ex N

Initials: [initials]

Day 7 10/23/01
ExN

Initials: [initials]
Day 11 10/27/01
ExN

Initials: [initials]

Day 15 10/31/01

Clinical Observations in Cage (OCC)
Male Rats
Date of examinations — Comments [Date des contréles — Commentaires]

Day 1-T 1 hour
9:40am

OCI
Initials: [initials]

Day 1-T 5 hr
1:40pm

ExN
Initials: [initials]

Day 4 10/20/01
Weighing

ExN

Initials: [initials]

Day 8 10/24/01
Weighing

Ex N

Initials: [initials]

Day 12 10/28/01
ExN
Initials: [initials]

Day 1-T 2 hr
10:40am

ExN
Initials: [initials]

Day 1-T 6 hr
2:40pm

ExN
Initials: [initials]

Day 5 10/21/01
Ex N

Initials: [initials]

Day 9 10/25/01
Ex N

Initials: [initials]
Day 13 10/29/01

ExN
Initials: [initials]

Weighing — Autopsy

II:;;tIijzls: [initials] CONF \DEN“A\_

After each examination, initial the corresponding box.
If the examination is normal = Ex N If not OCI = Individual Clinical Observation (cf OCI form)

[stamp] CERTIFIED TRUE COPY
BY THE DEPARTMENT
OF QUALITY
ASSURANCE
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 4.2
TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
— LIMITED TESTING -
DT.TA.OR.Lim.Rat.10/00(1)
Study: Th 472
Product: 01-2649 Clinical Observations in Cage (OCC)

Day 1 (just after
the treatment)
10/17/01

Ex N

Initials: [initials]

Day 1-T 3 hr

Redistribution of food

Ex N
Initials: [initials]

Day 2 10/18/01
Ex N

Initials: [initials]

Day 6 10/22/01
Ex N

Initials: [initials]
Day 10 10/26/01
ExN

Initials: [initials]

Day 14 10/30/01
ExN

Initials: [initials]

Female Rats
Date of examinations — Comments [Date des contréles — Commentaires)

Day 1-T 30 min Day 1-T 1 hour Day 1-T 2 hr
OClI

Ex N ExN

Initials: [initials] Initials: [initials] Initials: [initials]

Day 1-T 4 hr Day 1-T 5 hr Day 1-T 6 hr

ExN Ex N ExN

Initials: [initials]

Day 3 10/19/01
Ex N

Initials: [initials]

Day 7 10/23/01
Ex N

Initials: [initials]
Day 11 10/27/01
ExN

Initials: [initials]

Day 15 10/31/01

Initials: [initials]

Day 4 10/20/01
Weighing

ExN

Initials: [initials]

Day 8 10/24/01
Weighing

ExN

Initials: [initials]

Day 12 10/28/01
Ex N
Initials: [initials]

Initials: [initials]

Day 5 10/21/01
Ex N

Initials: [initials]

Day 9 10/25/01
ExN

Initials: [initials]
Day 13 10/29/01

ExN
Initials: [initials]

Weging - At  CONFIDENTIAL

Initials: [initials]

After each examination, initial the corresponding box.
If the examination is normal = Ex N If not OCI = Individual Clinical Observation (cf OCI form)

[stamp] CERTIFIED TRUE COPY
BY THE DEPARTMENT
OF QUALITY
ASSURANCE
EVIC-FRANCE



EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT

TOXICITY AFTER ORAL

ADMINISTRATION TO THE RAT

-~ LIMITED TESTING -

DT.TA.OR.Lim.Rat.10/00(1)
Study: Th 472
Product: 01-2649 Individual Clinical Observations
OClI

Male Rats / Rat mdles
No. of animals Codified symptomatology*

Day 1-T 1 hr

[see source for original numbers and entries]

Date 10/17/01
Initials M

Female Rats / Rats femelles
No. of animals Codified symptomatology*
Day 1-T 1 hr

[see source for numbers and entries]

Date 10/17/01
Initials M

*: codification: cf page 6

CONFIDENTIAL
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT

TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
~ LIMITED TESTING -
DT.TA.OR.Lim.Rat.10/00(1)
Study: Th 472
Product: 01-2649 Clinical Observations;
Parameters and Codification
Observed Parameters Symptomatology Codification
Clinical Examination No anomalies noted Ex N
Spontaneous Activity Grooming, playing, eating, movement ACTI +
(Motor activity) increased
or decreased ACTI -
Preyer’s Reflex Absence of response to perception of an | PREY 0
unusual noise (movement of auricles
and/or jumping)
Respiratory effect Acceleration of respiratory rthythm RESP +
Diminution of respiratory rhythm RESP —
Irregularity of respiratory rhythm RESP 0
(Apnea)
Convulsions Violent muscle contractions TONI +
-Tonic: continuous, leading to body
rigidity with members hyper-extended
and animal lying on its side or back
- Clonic: spasmodic, interrupted, CLON +
indicated by “pedaling”
Trembling Small involuntary rhythmic oscillations | TREM +
of the body
Temperature Sensation of heat TEMP +
or of cold, felt by the experimenter in TEMP -
contact with the animal
Muscle tone Physiological state of muscle tension: MUSC -
- hypotonia = diminution of muscle tone;
the animal is “soft”
- hypertonia = increase in tone, indicated | MUSC +
by an exaggerated muscular response to
touching
Prehensile strength Aptitude at gripping an object with the FPRE +
front paws — increased
or decreased FPRE -
Palpebral ptosis Relaxation of the eyelids indicated by PTOS +
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complete closure

or partial closure of the eyelids PTOS +/-
Mydriasis Total dilation of the pupil MYDR +
or partial dilation of the pupil MYDR +/-
Salivation Increased secretion of saliva after SALI +
treatment
Lacrimation Increase in secretion of tears after LARM +
freatment
Turnover [reversal] reflex Loss of equilibrium and motor RETO -
coordination in response to an abnormal
position (animal stays on its back)
Pilo-erection Fur standing on end PILO +
Diarrhea Liquid stools DIAR +
Lethargy State of prolonged somnolence LETH +
Coma Loss of consciousness, sensitivity and COMA +
mobility with relative conservation of
vegetative functions
Modification of skin Anomaly noted on condition of skin PEAU +
Modification of fur Anomaly noted on condition of fur PELA +
Maodification of eves Anomaly noted on condition of eyes YEUX +
Modification of mucus Anomaly noted on condition of mucus MUQU +
linings linings
Mortality Natural death N
Accidental death A
Sacrificial death S
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EVIC-TOX EVALUATION OF THE ACUTE WORK DOCUMENT 7.1

TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
— LIMITED TESTING -
DT.TA.OR.Lim.Rat.10/00(1)
Study: Th 472
Product: 01-2649 Autopsy

Male Rats

[see source for numbers and entries]

No. of animals

Date of death

Cause of death*
Organs observed

Trachea

Lungs

Heart

Liver

Thymus

Pancreas

Lymph nodes

Spleen

Esophagus

Stomach

Duodenum

Jejunum

leum

Caecum

Colon

Left kidney

Right kidney

Bladder

Left testicle

Right testicle

Initials

If the examination is normal, put O in the corresponding box

If the organ is not observed: put / in the corresponding box E‘U NF lDENT l A'_

If the organ has been removed, put the letter P in the corresponding box
*MS: animal sacrificed
MN: natural death
MA: accidental death
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EVIC-TOX EVALUATION OF THE ACUTE WORKDOCUMENT 7.2

TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
— LIMITED TESTING -
DT.TA.OR.Lim.Rat.10/00(1)
Study: Th 472
Product: 01-2649 Autopsy
Female Rats

[see source for numbers and entries]

No. of animals

Date of death

Cause of death*
Organs observed

Trachea

Lungs

Heart

Liver

Thymus

Pancreas

Lymph nodes

Spleen

Esophagus

Stomach

Duodenum

Jejunum

Ileum

Caecum

Colon

Left kidney

Right kidney

Bladder

Initials

If the examination is normal, put O in the corresponding box EU N F! B EN ” A,_

If the organ is not observed: put / in the corresponding box

If the organ has been removed, put the letter P in the corresponding box
*MS: animal sacrificed
MN: natural death
MA: accidental death
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EVIC-TOX EVALUATION OF THE ACUTE WORKDOCUMENT 8

TOXICITY AFTER ORAL
ADMINISTRATION TO THE RAT
- LIMITED TESTING -
DT.TA.OR.Lim.Rat.10/00(1)
Study: Th 472
Product: 01-2649 Autopsy — Glossary of

Macroscopic Signs

Congestion: hyperthermia, excess of blood in the vessels of an organ (or part of an organ) due to
an irritation or a local infection (or evidence of bleeding):

Thymus, lungs, small intestine / large intestine, liver, pancreas, spleen, lymph nodes, kidneys,
bladder (mucus lining), ovaries, uterus, vagina.

Hemorrhage: pooling of blood outside the vessels in more or less significant quantities
(attention to evidence of autopsy).

In the form of petechial hemorrhages (small spots of 1 mm maximum diameter); suffusion =
hemorrhaging area on one part of the organ.

Anomalies of coloration:
- Discolored, yellow: liver and kidney

- White/ gray areas lungs CONFIDENTIAL

- Leopard spots: liver

Anomalies of shape:
- Dilated / distended: stomach, intestine, uterus, kidney (renal), heart, bladder
- Deformed: dented (kidney); granular (spleen)
Fibrous appearance: white and elevated streaks (kidney, liver, spleen)
- Hypertrophy: increase in size (and in weight) of the organ
- Atrophy: diminution in size (and in weight) of the organ

Miscellaneous macroscopic anomalies:

- Ulcer / ulceration: stomach, duodenum, esophagus, vagina, bladder (more or less
significant loss of substance of mucus lining with black or red blood) in the form of
spots or streaks.

- Cystic formations: vesicles with liquid or soft substance (kidney, liver, ovary).

- Abscess: accumulation of pus in the tissues (lungs, liver, ganglions; or following a
misdirection).

- Purulent tissues or liquids: which contain pus (lungs: pleural liquid, peritoneum,
abdominal ascites).

- Tissues with a necrotic appearance: showing a necrotic aspect = dead tissues.
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White sub-capsular spots: various more or less white spots on the surface of the
organ, mainly the liver or kidney (generally associated with a parasitosis).
Adherences: joining of different organs by fibrous formations.

Edema: serous infiltration of the mucus linings, lungs and skin tissue.

Mucus: accumulation of thick and stringy substances on the surface of the mucus
linings.
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